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Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the 
application. 

Claim 1 . (Currently amended) A process for preparing a multivesicular liposomal 
particle composition of pre-determined, uniform size distribution , the process 
comprising: 

a) pr e st e rilizing all composition ingr e dients; 

fea) providing a first emulsion by mixing a first aqueous phase and a volatile 
water-immiscible solvent phase, said solvent phase comprising at least one amphipathic 
lipid and at least one neutral lipid; 

eb) mixing and emulsifying said first emulsion and a second aqueous phase to 
provide a second emulsion, said second emulsion comprising a continuous aqueous 
phase; 

dc) r e moving sparging the volatile water-immiscible solvent from the second 
emulsion to form a composition of multivesicular liposomal particles , wherein the 
sparging comprises at least two steps having different gas flow rates of pr e d e t e rmin e d, 
uniform siz e distribution ; and 

ed) adjusting th e conc e ntration o f filtering the multivesicular liposomal particle 
composition by cross-flow filtration^ 

wh e r e in all st e ps ar e carri e d out und e r aseptic conditions . 

Claim 2. (Currently amended) The process of claim 1, wherein at least one 
mixing step is carried out in a mixer selected from the group consisting of dynamic of 
and static^mxer . 

Claim 3. (Currently amended) The process of claim 2, wherein the static mixer is 
selected from the group consisting of - ef-Kenics e^ and Koch d e sign . 



Claims 4-5. (Original) 
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Claim 6. (Currently amended) The process of claim 1, wherein the volume ratio 
of the first emulsion to the second aqueous phase is from about OtOS O.OI to about 0.5. 

Claims 7-10. (Original) 

Claim 1 1 . (Canceled) 

Claim 12. (Previously presented) 

Claim 13. (Original) 

Claims 14-16. (Previously presented) 

Claims 17-19. (Original) 

Claims 20-22. (Previously presented) 

Claim 23. (Original) 

Claim 24. (Previously presented) 

Claims 25. (Original) 

Claim 26. (Presently amended) The process of claim 1, wherein said solv e nt 
r e moval compris e s contacting the s e cond emulsion with an in e rt gas flo w mixing of the 
first emulsion is performed using impeller at a speed of from about 2,000 rpm to about 
16,000 rpm. 

Claim 27. (Presently amended) The process of claim 26, wherein the solv e nt 
r e moval compris e s a s e ri e s of solv e nt r e moval st e ps, wh e r e in th e gas flow rat e vari e s at 
diff e r e nt st e ps mixing of the first emulsion is from about 5 to about 100 minutes . 

Claim 28. (Presently amended) The process of claim 271_, wherein a first solv e nt 
removal sparging step is charact e riz e d bv has an inert gas flow rate that is less than that of 
a second step. 

Claim 29. (Presently amended) The process of claim 28, wherein the gas flow 
rate of the first solv e nt r e moval sparging step is feem -less than about 20% to about 50% 
that of th e s e cond st e p 500 1pm . 
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Claim 30. (Presently amended) The process of claim 3729, wherein a-the first 
solv e nt r e moval sparging step is charact e riz e d by an in e rt gas flow rat e that is gr e at e r than 
that of th e s e cond st e p has a duration of from about 3 to about 30 minutes . 

Claim 3 1 . (Presently amended) The process of claim 3029, wherein the gas flow 
rate of the first -second solv e nt is r e moval sparging step is from about 120% to about 
400% that of th e s e cond st e p at least about 700 1pm . 

Claim 32. (Presently amended) The process of claim 2&3j_, furth e r comprising a 
third solv e nt removal step, wherein the gas flow rate of th e third solv e nt r e moval second 
sparging step i s l e ss than that of th e s e cond solv e nt r e moval st e p has a duration of from 
about 2 to about 10 minutes . 

Claims 33-35. (Original) 
Claims 36-48. (Canceled) 

Claim 49. (Currently amended) A process for preparing a multivesicular 
liposomal particle composition of pre-determined, uniform size distribution , the process 
comprising: 

a) providing a first emulsion by mixing a first aqueous phase and a volatile 
water-immiscible solvent phase having a volume fraction from about 0.33 to about 1.6 , 
said solvent phase comprising at least one amphipathic lipid and at least one neutral lipid; 

b) providing a second emulsion comprising a continuous aqueous phase by 
mixing and emulsifying said first emulsion and a second aqueous phase to provid e a 
s e cond e mulsio n having a volume fraction from about 0.01 to about 0.5 . said s e cond 
e mulsion comprising a continuous aqu e ous phas e; 

c) r e moving sparging the volatile water-immiscible solvent from the second 
emulsion to form a composition of multivesicular liposomal particles of pr e d e t e rmin e d, 
uniform siz e distribution ; and 
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d) adjusting th e conc e ntration o f filtering the multivesicular liposomal particle 
composition by cross-flow filtrationf-and 

e ) st e rilizing th e multiv e sicular liposomal particl e composition, 
wh e r e in all st e ps ar e carri e d out und e r as e ptic conditions . 

Claim 50. (Canceled) 

Claim 51. (Original) 

Claims 52-53. (Previously presented) 

Claim 54. (Canceled) 

Claim 55. (Currently amended) The process of claim #449, wherein all st e ps ar e 
carri e d out und e r as e ptic conditions, wh e r e in all solutions ar e st e rile filt e r e d prior to us e , 
and wh e r e in th e multiv e sicular liposomal particl e composition is imm e diat e ly suitable for 
administration into humans the mixing is performed using impeller at a speed of from 
about 2,000 to about 16,000 rpm. . 

Claim 56. (Currently amended) The process of claim §455, wherein the r e sulting 
multiv e sicular liposomal particl e composition is st e rilized b e for e filling, and wher e in th e 
multiv e sicular liposomal particl e composition is imm e diat e ly suitabl e for administration 
into humans mixing has a duration of from about 5 min. to about 100 min . 

Claim 57. (Currently amended) The process of claim §449, wherein the- at least 
one mixe ring step is carried out in a static mixer. 

Claim 58. (Currently amended) The process of claim §457, wherein the first 
emulsion and the second aqueous solution are passed through the static mixer at a linear 
velocity of from about 100 cm/min to about 500 cm/min. 

Claim 59. (Currently amended) The process of claim §449, wherein the sparging 
volum e ratio of th e first aqu e ous phas e to th e wat e r - immiscibl e solv e nt phas e is from 
about 0.33 to about 16 comprises at least two steps having different gas flow rates . 
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Claim 60. (Currently amended) The process of claim #459, wherein the volum e 
ratio of th e first e mulsion to th e second aqu e ous phas e is from about 0.05 to about 0.5 gas 
flow rate of the first sparging step is less than about 500 1pm . 

Claim 61. (Currently amended) The process of claim 5459, wherein the solv e nt 
r e moval compris e s contacting th e second e mulsion with an in e rt gas flo w rate of the 
second sparging step is at least about 700 1pm . 

Claim 62. (Currently amended) The process of claim §4 -59 wherein the gas flow 
rate of a further comprising filt e ring th e multiv e sicular liposomal particl e composition by 
cross flow filtratio n sparging step is less than about 400 1pm . 

Claim 63. (Currently amended) A process for preparing a multivesicular 
liposomal particle composition of pre-determined, uniform size distribution , the process 
comprising: 

a) pr e st e rilizing all composition ingr e di e nts; 

ba) providing a first emulsion by mixing a first aqueous phase and a volatile 
water-immiscible solvent phase, said solvent phase comprising at least one amphipathic 
lipid and at least one neutral lipid , using impeller speeds of from about 2,000 to about 
16,000 rpm for about 5 to about 100 minutes ; 

eb) providing a second emulsion by mixing and emulsifying said first emulsion 
and a second aqueous phase phas e to provid e a s e cond e mulsion , said second emulsion 
comprising a continuous aqueous phase; 

dc) removing the volatile water-immiscible solvent from the second emulsion to 
form a composition of multivesicular liposomal particles of pre determin e d, uniform siz e 
distribution ; and 

ed) e xchanging buff e r i nfi ltering the multivesicular liposomal particle 
composition by cross-flow filtration^ 
wh e r e in all st e ps ar e carri e d out und e r as e ptic condition s. 
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Claim 64. (Currently amended) A process for preparing a multivesicular 
liposomal particle composition, the process comprising: 
a) pr e sterilizing all composition ingr e dient s ; 

ba) providing a first emulsion by mixing a first aqueous phase and a volatile 
water-immiscible solvent phase, said solvent phase comprising at least one amphipathic 
lipid and at least one neutral lipid; 

eb) providing a second emulsion comprising a continuous aqueous phase by 
mixing and e mulsifying passing said first emulsion and a second aqueous phase through a 
static mixer at a linear velocity of from about 100 cm/min. to about 500 cm/min phas e to 
provid e a s e cond e mulsion, said s e cond e mulsion comprising a continuous aqu e ous 
phase ; 

de) removing the volatile water-immiscible solvent from the second emulsion to 
form a composition of drug-containing multivesicular liposomal particl e s of pre 
d e t e rmin e d, uniform siz e distribution ; and 

ed) r e moving un e ncapsulat e d drug in filtering the multivesicular liposomal 
particle composition by cross-flow filtration^ 
wh e r e in all st e ps ar e carri e d out und e r as e ptic conditions . 

Claim 65. (Currently amended) A process for preparing a multivesicular 
liposomal particle composition, the process comprising: 

a) providing a first emulsion phase having a volume fraction of from about 0.33 
to about 1.6 by mixing a first aqueous phase and a volatile water-immiscible solvent, said 
solvent phase comprising at least one amphipathic lipid and at least one neutral lipid; 

b) mixing and emulsifying said first emulsion and a second aqueous phase to 
provide a second emulsion having a volume fraction of from about 0.01 to about 0.5 , said 
second emulsion comprising a continuous aqueous phase; 

c) r e moving sparging the volatile water-immiscible solvent from the second 
emulsion to form a composition of multivesicular liposomal particles of pre-determined, 
uniform size distribution s wherein the sparging comprises at least two steps having 
different gas flow rates; and 
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d) e xchanging buff e r i n filtering the multivesicular liposomal particle composition 
by cross-flow filtration^-aftd 

e ) st e rilizing th e multiv e sicular liposomal particl e composition^ 
wher e in all st e ps ar e carri e d out und e r aseptic conditions . 

Claim 66. ( Currently amended) A process for preparing a multivesicular 
liposomal particle composition, the process comprising: 

a) providing a first emulsion by mixing a first aqueous phase and a volatile 
water-immiscible solvent phase, said solvent phase comprising at least one amphipathic 
lipid and at least one neutral lipid , wherein the mixing is performed using impeller at a 
speed of from about 2,000 to about 16,000 rpm ; 

b) mixing and emulsifying said first emulsion and a second aqueous phase to 
provide a second emulsion, said second emulsion comprising a continuous aqueous 
phase; 

c) r e moving sparging the volatile water-immiscible solvent from the second 
emulsion to form a composition of drug containing multivesicular liposomal particles of 
pre-determined, uniform size distributions wherein the sparging comprises at least two 
steps having different gas flow rates; and 

d) r e moving un e ncapsulat e d drug i n filtering the multivesicular liposomal particle 
composition by cross-flow filtration^-and 

e) st e rilizing th e multiv e sicular liposomal particle composition, 
wh e r e in all st e ps are carried out und e r aseptic conditions . 

Claim 67. (Currently amended) A process for preparing a multivesicular 
liposomal particle composition, the process comprising: 
a) pr e st e rilizing all composition ingredients; 

fea) providing a first emulsion by mixing a first aqueous phase and a volatile 
water-immiscible solvent phase, said solvent phase comprising at least one amphipathic 
lipid and at least one neutral lipid; 

eb) mixing and emulsifying said first emulsion and a second aqueous phase to 
provide a second emulsion, said second emulsion comprising a continuous aqueous 
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phasei -wherein the first emulsion and the second aqueous phase are passed through a 
static mixer at a linear velocity of from about 100 cm/min to about 500 cm/min; 

dc) removing sparging the volatile water-immiscible solvent from the second 
emulsion to form a composition of multivesicular liposomal particles of pre-determined, 
uniform size distribution s wherein the sparging comprises at least two steps having 
different gas flow rates; and 

ed) filtering the multivesicular liposomal particle composition by cross-flow 
filtration to adju s t the conc e ntration, 
wh e r e in all st e ps ar e carri e d out und e r as e ptic conditions . 

Claim 68. (Currently amended) A process for preparing a multivesicular 
liposomal particle composition, the process comprising: 

a) providing a first emulsion having a volume fraction of from about 0.33 to 
about 1.6 by mixing a first aqueous phase and a volatile water-immiscible solvent phase, 
said solvent phase comprising at least one amphipathic lipid and at least one neutral lipids 
wherein said mixing is performed by impeller at a speed of from about 2,000 to about 
16,000 rpm ; 

b) mixing and emulsifying said first emulsion and a second aqueous phase to 
provide a second emulsion having a volume fraction of from about 0.01 to about 0.5 , said 
second emulsion comprising a continuous aqueous phase , wherein the first emulsion and 
the second aqueous phase are passed through a static mixer at a linear velocity of from 
about 100 cm/min. to about 500 cm/min ; 

c) r e moving sparging the volatile water-immiscible solvent from the second 
emulsion to form a composition of multivesicular liposomal particles of pre-determined, 
uniform size distribution; and 

d) filtering the multivesicular liposomal particle composition by cross-flow 
filtration to adjust concentration^-and 

e ) st e rilizing the multiv e sicular liposomal particl e composition, 
wher e in all st e ps ar e carri e d out und e r as e ptic condition s. 
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Claim 69. (Currently amended) A process for preparing a multivesicular 
liposomal particle composition, the process comprising: 
a) pr e st e rilizing all composition ingr e di e nts; 

ba) providing a first emulsion by mixing a first aqueous phase and a volatile 
water-immiscible solvent phase, said solvent phase comprising at least one amphipathic 
lipid and at least one neutral lipid; 

eb) mixing and emulsifying said first emulsion and a second aqueous phase to 
provide a second emulsion, said second emulsion comprising a continuous aqueous 
phase; 

dc) r e moving sparging the volatile water-immiscible solvent from the second 
emulsion to form a composition of multivesicular liposomal particles of pre-determined, 
uniform size distribution; an dwherein the sparging step comprises 

(i) a first step having a gas flow rate of less than about 500 1pm; and 

(ii) a second step having a gas flow rate of at least 700 1pm; and 

ed) filtering the multivesicular liposomal particle composition by cross-flow 
filtration to exchange buffer therein^ 
wh e r e in all st e ps ar e carri e d out und e r as e ptic conditions . 

Claim 70. (Currently amended) A process for preparing a multivesicular 
liposomal particle composition, the process comprising: 
a) pr e - st e rilizing all composition ingr e di e nts; 

ba) providing a first emulsion by mixing a first aqueous phase and a volatile 
water-immiscible solvent phase, said solvent phase comprising at least one amphipathic 
lipid and at least one neutral lipid; 

eb) mixing and emulsifying said first emulsion and a second aqueous phase to 
provide a second emulsion, said second emulsion comprising a continuous aqueous 
phase; 

dc) r e moving sparging the volatile water-immiscible solvent from the second 
emulsion to form a composition of drug containing multivesicular liposomal particles of 
pre-determined, uniform size distribution^and , wherein said sparging comprises 
(i) a first step having a gas flow rate of less than about 500 1pm; 
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(ii) a second step having a gas flow rate of at least about 700 1pm; and 
Cm) a third step having a gas flow rate of less than about 300 1pm; and 
ed) filtering the multivesicular liposomal particle composition by cross-flow 

filtration to romover un e ncapsulat e d drug th e r e in, 

wh e r e in all stops ar e carri e d out und e r as e ptic conditions . 

Claim 71 . (Currently amended) A process for preparing a multivesicular 
liposomal particle composition, the process comprising: 

a) providing a first emulsion by mixing a first aqueous phase and a volatile 
water-immiscible solvent phase, said solvent phase comprising at least one amphipathic 
lipid and at least one neutral lipid; 

b) mixing and emulsifying said first emulsion and a second aqueous phase to 
provide a second emulsion, said second emulsion comprising a continuous aqueous 
phase; 

c) r e moving sparging the volatile water-immiscible solvent from the second 
emulsion to form a composition of multivesicular liposomal particles of pre-determined, 
uniform size distribution s wherein the sparging comprises 

(i) a first step having a gas flow rate of less than about 375 1pm for about 3 
to about 30 min.; 

Tip a second step having a gas flow rate of at least about 1000 1pm for 
about 2 to about 10 min.; and 

(in) a third step having a gas flow rate of less than about 250 1pm for about 
2 to about 90 min.; and 

d) filtering the multivesicular liposomal particle composition by cross-flow 
filtration to e xchang e buff e r; and 

e ) st e rilizing th e multiv e sicular liposomal particle composition, 
wher e in all st e ps ar e carri e d out und e r as e ptic conditions . 

Claim 72. (Currently amended) A process for preparing a multivesicular 
liposomal particle composition, the process comprising: 
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a) providing a first emulsion having a volume fraction of from about 0.33 to 
about 1.6 by mixing a first aqueous phase and a volatile water-immiscible solvent phase, 
said solvent phase comprising at least one amphipathic lipid and at least one neutral lipid; 

b) mixing and emulsifying said first emulsion and a second aqueous phase to 
provide a second emulsion having a volume fraction of from about 0.01 to about 0.5 , said 
second emulsion comprising a continuous aqueous phase; 

c) r e moving sparging the volatile water-immiscible solvent from the second 
emulsion to form a composition of drug containing multivesicular liposomal particles of 
pre-determined, uniform size distribution s wherein said sparging comprises 

(i) a first step having a gas flow rate of at least about 500 1pm; 

(if) a second step having a gas flow rate of at least 700 1pm; and 

Cm) a third step having a gas flow rate of less than about 300 1pm; and 

d) filtering the multivesicular liposomal particle composition by cross-flow 
filtration to r e mov e un e ncapsulat e d drug; and 

e ) st e rilizing th e multiv es icular liposomal particl e composition, 
wh e r e in all s t e ps ar e carri e d out und e r as e ptic conditions . 

Claim 73. ( Canceled) 

Claim 74. (Currently amended) A m e thod for incr e asing th e yi e ld of a process for 
making a multivesicular liposomal composition, the method comprising: 
a) pr e - st e rilizing all composition ingr e di e nts; 

ba) providing a first emulsion having a volume fraction of from about .033 to 
about 1.6 by mixing a first aqueous phase and a volatile water-immiscible solvent phase, 
said solvent phase comprising at least one amphipathic lipid and at least one neutral 
lipid s wherein said mixing is performed by impeller at a speed of about 2,000 to about 
16,000 rpm; 

eb) mixing and emulsifying said first emulsion and a second aqueous phase to 
provide a second emulsio n having a volume fraction of from about 0.01 to about 0.5 , said 
second emulsion comprising a continuous aqueous phase , wherein the first emulsion and 
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the second aqueous phase are passed through a static mixer at a linear velocity of from 
about 100 cm/min. to about 500 cm/min. ; 

4c) r e moving sparging the volatile water-immiscible solvent from the second 
emulsion to form a composition of multivesicular liposomal particles of pre-determined, 
uniform size distribution^-an d, wherein the sparging comprises 

(i) a first step having a gas flow rate of less than about 500 1pm; 

(ii) a second step having a gas flow rate of at least about 700 1pm; and 
(in) a third step having a gas flow rate of less than about 300 1pm; and 

ed) adjusting filtering the concentration of th e multiv e sicular liposomal particl e 
composition by cross-flow filtration^ 
wh e r e in all st e ps ar e carri e d out under aseptic conditions . 

Claim 75. (Currently amended) A m e thod for increasing th e yi e ld of a process for 
making a multivesicular liposomal composition, the method comprising: 
a) pr e st e rilizing all composition ingr e di e nts; 

ba) providing a first emulsion having a volume fraction of from about 0.33 to 
about 1.6 by mixing a first aqueous phase and a volatile water-immiscible solvent phase, 
said solvent phase comprising at least one amphipathic lipid and at least one neutral lipids 
wherein the mixing is performed by impeller at a speed of from about 2,000 to about 
16,000 rpm for a duration of from about 5 to about 100 minutes ; 

eb) mixing and emulsifying said first emulsion and a second aqueous phase to 
provide a second emulsion having a volume fraction of from about 0.01 to about 0.5 , said 
second emulsion comprising a continuous aqueous phase , wherein the first emulsion and 
the second aqueous phase are passed through a static mixer with a linear velocity of from 
about 100 cm/min. to about 500 cm/min ; 

dc) r e moving sparging the volatile water-immiscible solvent from the second 
emulsion to form a composition of multivesicular liposomal particles of pre-determined, 
uniform size distributiom-aftd , wherein the sparging comprises 

(i) a first step having a gas flow rate of less than about 375 1pm; 

(ii) a second step having a gas flow rate of at least about 1000 1pm; and 

(iii) a third step having a gas flow rate of less than about 250 1pm; and 
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ed) e xchanging th e buff e r o f filtering the multivesicular liposomal particle 
composition by cross-flow filtration^ 
wh e rein all st e ps ar e carri e d out under as e ptic conditions . 

Claim 76. (Currently amended) A m e thod for incr e asing the yield of a process for 
making a multivesicular liposomal composition, the method comprising: 
a) pr e st e rilizing all composition ingr e di e nts; 

ba) providing a first emulsion having a volume fraction of from about 0.33 to 
about 1 .6 by mixing a first aqueous phase and a volatile water-immiscible solvent phase, 
said solvent phase comprising at least one amphipathic lipid and at least one neutral lipids 
wherein the mixing is performed by impeller at a velocity of from about 2,000 to about 
16,000 rpm for a duration of from about 5 to about 100 minutes ; 

eb) mixing and emulsifying said first emulsion and a second aqueous phase to 
provide a second emulsion having a volume fraction of from about 0.01 to about 0.5 , said 
second emulsion comprising a continuous aqueous phase , wherein the mixing is 
performed by impeller at less than about 2,000 rpm for a duration of from about 1 to 
about 10 minutes ; 

4c) r e moving sparging the volatile water-immiscible solvent from the second 
emulsion to form a composition of drug-containing multivesicular liposomal particles of 
pre-determined, uniform size distributiom-and , wherein the sparging comprises 
(i) a first step having a gas flow rate of about 375 1pm; 
(ip a second step having a gas flow rate of about 1000 1pm; and 
(in) a third step having a gas flow rate of about 250 1pm; and 
ed) r e moving un e ncap s ulat e d drug in filtering the multivesicular liposomal 
particle composition by cross-flow filtration^ 
wh e r e in all st e ps ar e carri e d out und e r as e ptic conditions . 

Claim 77. (Currently amended) A method for incr e asing th e yi e ld of a proc e ss for 
making a multivesicular liposomal composition, the method comprising: 

a) providing a first emulsion having a volume fraction of from about 0.33 to 
about 1 .6 by mixing a first aqueous phase and a volatile water-immiscible solvent phase, 
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said solvent phase comprising at least one amphipathic lipid and at least one neutral lipids 
wherein the mixing is performed by impeller at a speed of from about 2,000 to about 
16,000 rpm for a duration of about 5 to about 100 minutes at a temperature of from about 
15° to about 40°C ; 

b) mixing and emulsifying said first emulsion and a second aqueous phase to 
provide a second emulsion having a volume fraction of from about 0.01 to about 0.5 , said 
second emulsion comprising a continuous aqueous phase , wherein the mixing is 
performed by impeller for a duration of about 1 to about 10 minutes at a temperature of 
about 20° to about 50°C ; 

c) r e moving sparging the volatile water-immiscible solvent from the second 
emulsion to form a composition of multivesicular liposomal particles of pre-determined, 
uniform size distribution , wherein the sparging comprises 

(i) a first step having a gas flow rate of less than about 500 1pm; and 
fir) a second step having a gas flow rate of at least about 700 1pm ; and 

d) adjusting th e conc e ntration o f filtering the multivesicular liposomal particle 
composition by cross-flow filtrationj-and 

e ) sterilizing the multiv e sicular liposomal particle composition, 
wh e rein all st e ps ar e carri e d out und e r as e ptic conditions . 

Claim 78. (Currently amended) A method for incr e asing th e yi e ld of a proc e ss for 
making a multivesicular liposomal composition, the method comprising: 

a) providing a first emulsio n having a volume fraction of from about 0.33 to 
about 1.6 by mixing a first aqueous phase and a volatile water-immiscible solvent phase, 
said solvent phase comprising at least one amphipathic lipid and at least one neutral lipids 
wherein said mixing is performed by impeller at a speed of from about 2,000 to about 
16,000 rpm, for a duration of from about 5 to about 100 minutes, at a temperature of from 
about 15° to about 40°C ; 

b) mixing and emulsifying said first emulsion and a second aqueous phase to 
provide a second emulsion having a volume fraction of from about 0.01 to about 0.5 , said 
second emulsion comprising a continuous aqueous phase , wherein the first emulsion and 
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the second aqueous phase are passed through a static mixer at a linear velocity of from 
about 100 to about 500 cm/min : 

c) r e moving sparging the volatile water-immiscible solvent from the second 
emulsion to form a composition of multivesicular liposomal particles of pre-determined, 
uniform size distribution , wherein the sparging comprises 

(i) a first step having a gas flow rate of less than about 500 1pm; 

(ii) a second step having a gas flow rate of at least about 700 1pm; and 
(iip a third step having a gas flow rate of leas than about 300 1pm ; and 

d) exchanging buff e r i nf iltering the multivesicular liposomal particle composition 
by cross-flow filtration^and 

e) sterilizing th e multiv e sicular liposomal particle composition, 
wh e r e in all st e ps ar e carri e d out und e r as e ptic conditions . 

Claim 79. (Currently amended) A method for incr e asing th e yi e ld of a process for 
making a multivesicular liposomal composition, the method comprising: 

a) providing a first emulsion having a volume fraction of from about 0.33 to 
about 1 .6 by mixing a first aqueous phase and a volatile water-immiscible solvent phase, 
said solvent phase comprising at least one amphipathic lipid and at least one neutral lipids 
wherein the mixing is performed by impeller at a speed of from about 2,000 to about 
16,000 rpm for a duration of from about 5 to about 100 minutes at a temperature of from 
about 15° to about 40°C ; 

b) mixing and emulsifying said first emulsion and a second aqueous phase to 
provide a second emulsion having a volume fraction of from about 0.01 to about 0.5 , said 
second emulsion comprising a continuous aqueous phase , wherein the mixing is 
performed by impeller at a speed of less than about 2,000 for a duration of form about 1 
to about 10 minutes at a temperature of from about 20° to about 50°C ; 

c) r e moving sparging the volatile water-immiscible solvent from the second 
emulsion to form a composition of drug containin g multivesicular liposomal particles of 
pre-determined, uniform size distribution , wherein the sparging comprises 

(0 a first step having a gas flow rate about 375 1pm for about 17 minutes; 
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(ii) a second step having a gas flow rate of about 1 000 1pm for about 5 
minutes; and 

(iii) a third step having a gas flow rate of about 250 1pm for about 28 
minutes ; and 

d) r e moving un e ncapsulat e d drug in filtering the multivesicular liposomal particle 
composition by cross-flow filtration^-and 

e) st e rilizing th e multiv e sicular liposomal particle composition^ 
wh e r e in all st e ps are carri e d out under as e ptic conditions . 

Claim 80. (Currently amended) A product produced in accordance with m ethod 
for incr e asing th e yi e ld of a the process for making a multiv e sicular liposomal particl e 
composition, th e proc e ss comprising: 

a) providing a first e mul s ion by mixing a first aqu e ous phas e and a volatil e 
wat e r immiscibl e solv e nt phas e , said solv e nt phas e comprising at l e ast on e amphipathic 
lipid and at l e ast on e n e utral lipid; 

b) mixing and e mulsifying said first e mulsion and a second aqu e ous phas e to 
provid e a s e cond e mulsion, said s e cond e mulsion comprising a continuous aqu e ous 
phas e ; 

c) r e moving th e volatil e wat e r immiscibl e solv e nt from th e s e cond e mulsion to 
form a composition of drug containing multiv e sicular liposomal particl e s of pr e 
d e t e rmin e d, uniform siz e distribution; 

d) filt e ring th e multivesicular liposomal particl e composition by cross flow 
filtration to p e rform at l e ast on e proc e ss s e l e ct e d from the group consisting of 
conc e ntration adjustm e nt, buff e r e xchang e and r e moval of un e ncapsulat e d drug; and 

e ) st e rilizing th e multiv e sicular liposomal particle composition, 
wher e in all st e ps ar e carri e d out und e r as e ptic conditions of claim 63 . 

Claim 8 1 . (Currently amended) A m e thod for incr e asing product produced in 
accordance with the yi e ld of a p rocess of claim 6 4 for making a multiv e sicular liposomal 
particl e composition, th e proc e ss comprising: 

a) pr e st e rilizing all composition ingr e di e nts; 
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b) providing a first e mulsion by mixing a first aqu e ous phase and a volatil e 
wat e r immiscibl e solv e nt phas e , said solv e nt phas e comprising at l e ast one amphipathic 
lipid and at l e ast on e neutral lipid; 

c) mixing and emulsifying said fir s t e mulsion and a s e cond aqueous phas e to 
provid e a s e cond e mulsion, said s e cond e mulsion compri s ing a continuous aqu e ous 
phas e ; 

d) r e moving th e volatil e wat e r - immiscibl e solv e nt from th e second e mulsion to 
form a composition of drug containing multiv e sicular liposomal particl e s of pr e 
d e t e rmin e d, uniform siz e distribution; and 

e ) filt e ring th e multiv e sicular liposomal particl e composition by cross flow 
filtration to p e rform at l e ast on e proc e ss s e l e ct e d from th e group consisting of 
conc e ntration adjustment, buff e r e xchang e and r e moval of un e ncapsulat e d drug, 
wh e r e in all st e ps ar e carri e d out und e r as e ptic conditions . 

Claim 82. (Previously presented) A product produced in accordance with the 
process of claim 1 . 

Claim 83. (Previously presented) A product produced in accordance with the 
process of claim 49. 

Claim 84. (Currently amended) In a process for preparing a multivesicular 
liposomal composition comprising a st e rilization st e p, preparation of first and second 
emulsion steps, and a solvent removal step, the improvement comprising the furth e r st e p 
of cross flow filtration to adjust conc e ntration removal of solvent by sparging, wherein 
the sparging comprises at least two steps having different gas flow rates . 

Claim 85. (Currently amended) In a process for preparing a multivesicular 
liposomal composition comprising a st e rilization st e p, preparation of first and second 
emulsion steps, and a solvent removal step, the improvement comprising th e furth e r st e p 
of cross flow filtration to p e rform buff e r e xchang e the first emulsion having a dispersed 
phase to continuous phase volume fraction of from about 0.33 to about 1.6 . 
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Claim 86. (Currently amended) In a process for preparing a drug containing 
multivesicular liposomal composition comprising a st e rilization st e p, preparation of first 
and second emulsion steps, and a solvent removal step, the improvement comprising the 
furth e r st e p of cross - flow filtration to r e mov e un e ncapsulat e d drug second emulsion 
having a first emulsion to second aqueous phase volume fraction of from about 0.01 to 
about 0.5 . 

Claim 87. (Currently amended) In a process for preparing a multivesicular 
liposomal composition comprising a st e rilization st e p, preparation of first and second 
emulsion steps, and a solvent removal step, the improvement comprising mixing the first 
emulsion using impeller at a speed of from about 2,000 to about 16,000 th e furth e r st e p of 
adjusting conc e ntration by cross - flow filtration . 

Claim 88. (Currently amended) In a process for preparing a multivesicular 
liposomal composition comprising a st e rilization st e p, preparation of first and second 
emulsion steps, and a solvent removal step, the improvement comprising th e furth e r st e p 
of p e rforming buff e r e xchang e by cros s- flow filtration passing the first emulsion and 
second aqueous phase through the static mixer at a linear velocity of from about 100 
cm/min to about 500 cm/min . 

Claim 89. ( Currently amended) In a process for preparing a drug containing 
multivesicular liposomal composition comprising a st e rilization st e p, preparation of first 
and second emulsion steps, and a solvent removal step, the improvement comprising the 
first emulsion having a dispersed phase to continuous phase volume fraction of from 
about 0.33 to about 1.6 and being mixed using impeller at a speed of from about 2,000 to 
about 16,000 for a duration of from about 5 to about 100 minutes, and the second 
emulsion having a first emulsion to second aqueous phase volume fraction of from about 
0.01 to about 0.5 and being mixed in a static mixer at a linear velocity of from about 100 
cm/min to about 500 cm/min, and removal of solvent by sparging, wherein the sparging 



Attorney Docket No. 0001-043001 
Page 20 of 22 



comprises at least two steps having different gas flow rates furth e r s tep of r e moving 
unencapsulat e d drug by cross - flow filtration . 



